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DETAILED ACTION 

1 . Claims 51-78 are all the pending claims for this application. 

2. Claims 64-78 are withdrawn from further consideration pursuant to 37 CFR 
1.142(b), as being drawn to a nonelected invention/species, there being no allowable 
generic or linking claim. 

3. Claims 51-63 are all the pending claims under examination for this application. 
The Examiner has withdrawn the species restriction for the heavy chain variable and 
light chain variable sequences, thus SEQ ID NOs: 1, 25, 28 and 31, and 7, 26 and 32, 
respectively, are all the sequences under examination. 

4. Applicant's arguments filed in the Response of 10/20/06 have been fully 
considered but they are not persuasive in overcoming all of the rejections as set forth 
below. 

Applicant's amendments 

5. Applicant's correction of the cross-referencing to related applications in the 
specification to properly identify the provisional application, 60/508,149, filed on 
12/30/03 has been considered and entered. 

6. Applicants submission of a corrected drawing for Figure 3 labeling each of the 
sequences with SEQ ID NOs: 46 and 47 has been considered and entered. 

7. The revised Sequence Listing, CRF and statement have been considered and 
entered. Applicants' explanation of the amendments to the revised Sequence Listing on 
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p. 9, TJ8- p. 10, j|1 of the Response of 10/26/06 is acknowledged as not raising any 
issue of new matter. 

8. The amendment of Claims 51 and 55-59 in view of the restriction/election of 
sequences has been considered and entered. 

Objections Withdrawn 
Specification 

9. The objection to disclosure for containing an embedded hyperlink and/or other 
form of browser-executable code on page 14, line 20, page 15, line 26, and page 44, 
line 10 is withdrawn in view of the amended specification, and further in view of 
Applicants comments on p. 10, 1J6 of the Response of 10/26/06. 

10. The objection to the Brief Description of the Drawings for Figure 2 on page 8 
listing SEQ ID NOs: 1-12 is withdrawn in view of the amendment of the figure legend to 
indicating that the sequences correspond to Figure 1, and further in view of Applicants 
comments on p. 10, 1j7 of the Response of 10/26/06. 

Rejections Withdrawn 
Claim Rejections - 35 USC § 112, second paragraph 

1 1 . The rejection of Claim 51 for lacking antecedent basis in reciting the limitation 
"the constant region" in line 8 is withdrawn in view of the amendment of the claims to 
recite "a constant region", and further in view of Applicants comments on p. 10, 1J8 of 
the Response of 10/26/06. 
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12. The rejection of Claims 51 and 55 as to the uncertainty of the requirement for 
both the heavy chain variable region and the light chain variable region for the chimeric 
or humanized anti-alpha5beta1 antibody is withdrawn in view of Applicants comments 
on p. 11, H1 of the Response of 10/26/06. 

Rejections Maintained 
35 USC § 112, first paragraph: written description 

13. The rejection of Claims 51-58 and 63 under 35 U.S.C. §112, first paragraph, as 
failing to comply with the written description requirement is maintained. 

Applicant's arguments filed in the Response of 10/26/06 on p. 1 1 , 1J2- p. 12, fl4 
have been fully considered but they are not persuasive. Applicants allege that "five 
other distinct humanized versions of the IIA1 VH and VL (SEQ ID NOs: 2-6 and 8-12)" 
are disclosed, and "as shown in Figure 2 VH1.0 (SEQ ID NO: 2) includes substitutions 
at 17 amino acids of the total of 124 positions relative to SEQ ID NO: 1" in addition to 
SEQ ID NOs: 31 and 32. "For example, written support for variants of HUM200 (SEQ ID 
NOs: 31 and 32) with less than 100% sequence identity may be found in SEQ ID NOs: 
1-6 and 7-12, respectively". 

The Examiner submits that Applicants explanation of the written support for the 
species of VH and VL embodiments is confusing and contradictory. For example, on p. 
11, 113 at lines 8-10, they state that SEQ ID NOs: 31 and 32 are variants of SEQ ID 
NOs: 1 and 7, respectively. Then on p. 12, 1J2, they state that SEQ ID NOs: 1 and 7 are 
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variants of SEQ ID NOs: 31 and 32 having less than 100% identity, respectively. On this 
basis alone, it is not clear which sequences are variants of which. 

Secondly, Applicants allege that SEQ ID NO:2 is a representative example of a 
sequence having less than 100% identity with its corresponding parent SEQ ID NO:1. A 
simple calculation of the number of substitutions (17) per total number of amino acid 
residues for the sequence (124) shows a difference of 13.7% (i.e., 86.3% identity). Then 
on p. 13, 1j2, Applicants state that the percent identity between SEQ ID NO:2 and SEQ 
ID NO:1 is 87%. Irrespective of these differences, the example does not even meet the 
claim limitation for a sequence "having at least 95% identity". 

Thirdly, Applicants have not provided or cited any examples of species where the 
amino acid sequence is at least 95% identical to SEQ ID NOs: 1 , 7, 25, 26, 28 and 31 
and 32. For example, do the sequences of SEQ ID NOs: 2-6 and 8-12 meet the claim 
limitation of having "at least 95% identity to any one of SEQ ID NOs: 1 , 25, 28, and 31 
as well as 7, 26, and 32? 

Therefore, Applicants are not in possession of a genus of antibodies that have 
heavy chains and light chains that are at least 95% identical to SEQ ID NOs: 1 , 25, 28, 
and 31 as well as 7, 26, and 32, respectively, and the rejection is maintained. 

35 USC § 112, first paragraph: enablement 

14. The rejection of Claims 51-63 under 35 U.S.C. §112, first paragraph, as being 
non-enabled for chimeric or humanized antibodies that have heavy and light chains a) 
with at least 95% sequence identity to SEQ ID NOs: 1,16, 20, 25, 28, and 31, as well 
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as 7, 18, 22, 26, and 32, respectively (Claims 51-58 and 63); or b) "comprising" SEQ ID 
NOs: 1, 16, 20, 25, 28, and 31, as well as 7, 18, 22, 26, and 32, respectively (Claims 
59-63). 

Applicant's arguments filed on p. 12, fl6- p. 14, 1J2 have been fully considered but 
they are not persuasive. Applicants essentially reiterate the same arguments presented 
under the written description rejection discussed supra. 

The Examiner submits that chimeric or humanized antibodies with VH and VL 
consisting of any one of SEQ ID NOs: 1, 16, 20, 25, 28, and 31, as well as 7, 18, 22, 26, 
and 32, respectively, are fully enabled for binding to a5p1 integrin. But where, as in the 
instant case, the claims are directed to an infinite genus of anti-a5pi integrin antibodies, 
under MPEP 2164.02 ("Working Examples and a Claimed Genus"), when the claimed 
genus as a whole cannot be practiced without undue experimentation, then proof of 
enablement will be required for members of the claimed genus. And under MPEP 
716.01(c), arguments of counsel cannot take the place of evidence in the record. In re 
Schulze, 346 F.2d. 600, 602, 145 USPQ 716, 718 (CCPA 1965). 

The Examiner makes further note of the functional limitation of Claims 55-58 and 
63, where the VH and VL of the antibody not only must meet the requirement of having 
"at least 95% identity" with SEQ ID NOs: 1, 16, 20, 25, 28, and 31, as well as 7, 18, 22, 
26, and 32, respectively, in order to bind <x5p1 integrin but must also be enabled for 
'inhibiting angiogenesis stimulated by VEGF." 

Finally, Applicants arguments that the antibodies include some variation in the 
CDR (e.g., a single amino acid change) (p. 14, are not found persuasive for the 
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following reasons. Applicants have not identified any examples of an antibody having 
even a single CDR substitution that meet all of the claim limitations, i.e., binding to a5pi 
integrin and/or inhibiting VEGF-stimulated angiogenesis. Further, it is noted that the 
features upon which applicant relies (i.e., single amino acid substitution of a CDR) are 
not recited in the rejected claim(s). Although the claims are interpreted in light of the 
specification, limitations from the specification (and Applicants' arguments) are not read 
into the claims. See In re Van Geuns, 988 F.2d 1181, 26 USPQ2d 1057 (Fed. Cir. 
1993). 

For all of the foregoing reasons, the enablement rejection is maintained. 

Double Patenting 

15. The provisional rejection of Claims 51 and 54-63 on the ground of nonstatutory 
obviousness-type double patenting as being unpatentable over claims 1-8 of copending 
Application No. 10/830,956 ("'956") is maintained. 

Applicants submit that the withdrawal of Claims 1-8 from the '956 application 
renders the rejection moot (p. 14, fl3), however these arguments are not persuasive. 
Applicants have not cancelled Claims 1-8 and the claims are still pending in the co- 
pending application. 

16. The rejection of Claims 51 and 54-63 as hot being patentably distinct from claims 
1-8 of commonly assigned 10/830,956 is maintained. 

Applicants submit that the withdrawal of Claims 1-8 from the '956 application 
renders the rejection moot (p. 14, fl3) however these arguments are not persuasive for 
the reasons set forth supra. 
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Conclusion 

1 7. No claims are allowed. 

18. THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1.136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 

19. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Lynn Bristol whose telephone number is 571-272-6883. 
The examiner can normally be reached on 8:00-4:00, Monday through Friday. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's- 
supervisor, Larry Helms can be reached on 571-272-0832. The fax phone number for 
the organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system; see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 
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